INTRODUCTION
Rheumatoid arthritis (RA) is a systemic disease characterized by polyarthritis, serum antibodies to rheumatoid factor, and extra-articular manifestations including localized or systemic lymphadenopathy. [1] [2] [3] Immunoglobulin (Ig)G4-related disease is a recently recognized syndrome characterized by autoimmune pancreatitis and related disorders, such as sclerosing cholangitis, sialoadenitis, retroperitoneal fibrosis, and Mikulicz's disease. Histological findings are uniform : marked lymphoplasmacytic infiltration and lymphoid follicles, admixed with dense fibrosis, and infiltration of abundant IgG4 + plasma cells (IgG4 + /IgG + plasma cell ratio > 40%) as well as scattered eosinophil infiltration. [4] [5] [6] [7] [8] [9] Moreover,
IgG4-related disease usually shows a good response to steroid therapy; 4-6 therefore, differential diagnosis must be made from RA and other autoimmune diseases.
Here, we report a case of rheumatoid lymphadenopathy that fulfilled the histological diagnostic criteria for IgG4-related disease.
CASE REPORT
The patient was a 63-year-old woman who was admitted to hospital complaining of cervical lymphadenopathy. The patient was diagnosed with RA six years ago, and has been treated with methotrexate (MTX). Upon radiological examination, systemic lymphadenopathy was suspected (Fig. 1) . Laboratory findings on admission revealed that serum rheumatoid factor was significantly elevated, with anemia, hypoalbuminemia, elevation of C-reactive protein (CRP), and polyclonal hyper-g-globulinemia ( Table 1 ). The clinician suspected malignant lymphoma or MTX-related lymphoproliferative disorders. Enlarged right brachial lymph node biopsy was performed.
Histopathological examination of the lymph node revealed marked follicular hyperplasia and marked interfollicular plasmacytosis, but there was no eosinophil infiltration (Fig. 2) .
The follicles were increased in number and size with hyperplastic germinal centers, attenuated mantle zones, and compressed paracortex, containing numerous mature plasma cells without atypia. Immunohistochemically, the lymphoid follicles were CD10 + and Bcl-2 -, and infiltrated mature plasma cells showed no immunoglobulin light-chain restriction. In situ hybridization with Epstein-Barr virus-encoded small RNA oligonucleotides was not detected in the affected lymph node. These histological findings were compatible with rheumatoid lymphadenopathy. [1] [2] [3] However, the numerous plasma cells were IgG4 + ; moreover, IgG4 + /IgG + plasma cell ratio was > 50% (Fig. 1 ). These immunohistochemical findings fulfilled the histological diagnostic criteria for IgG4-related disease. 6, 8, 9 According to previous reports, some cases of hyper-interleukin (IL)-6 syndromes, 10 such as multicentric Castleman's disease, RA, and other autoimmune diseases, sometimes fulfilled the histologic diagnostic criteria of IgG4-related disease. 9, 11, 12 Therefore, hyper-IL-6 syndromes and IgG4-related disease cannot be differentially diagnosed by immunohistochemical staining alone. Laboratory findings are important for the differential diagnosis of the two diseases. 8, 9 Our case showed anemia, hypoalbuminemia, elevation of CRP level, and polyclonal g-globulinemia (elevation of IgG, IgA, and IgM). These findings were quite different from IgG4-related disease. 8, 9 Therefore, we diagnosed this case as rheumatoid lymphadenopathy.
DISCUSSION
RA is a systemic, autoimmune disease that can affect many organ systems, but it is best known for joint disease, and lymphadenopathy can occur in 50% to 75% of RA Fig. 1 . Radiological images.
18 F-fluorodeoxy glucose positron emission tomography and computed tomography revealed systemic lymphadenopathy ; right brachial lymph node was biopsied.
patients. [1] [2] [3] The histopathological features of rheumatoid lymphadenopathy are characterized by follicular hyperplasia and interfollicular plasmacytosis without atypia. 1, 3 In contrast, IgG4-related disease is a recently recognized syndrome characterized by lymphoplasmacytic infiltrates and sclerosis, elevation of serum IgG4 level, and abundant IgG4 + plasma cell infiltration (IgG4 + /IgG + plasma cell ratio > 40%) in affected tissues. [4] [5] [6] [7] [8] [9] IgG4-related disease sometimes involves regional and/or systemic lymph nodes, and there is a variety of five different histological subtypes. 5, 8, 13 RA is characterized by high serum IL-6 level, 8 ,10,14,15 and showed elevation of CRP level, polyclonal hyper-gglobulinemia, anemia, hypoalbuminemia, and hypocholesterolemia. These symptoms are closely related to high IL-6 levels ; therefore, RA is considered as a hyper-IL-6 syndrome, 8, 9, 14 and IL-6 acts to elevate the serum levels of IgG4 and other IgG subclasses. 9 In fact, multicentric Castleman's disease sometimes occurs with abundant IgG4 + plasma cells (IgG4 + /IgG + plasma cell ratio > 40%) and elevated serum IgG4 levels. 9 Moreover, RA also occurs with abundant IgG4 + plasma cells and elevated serum IgG4 levels. 11, 16 Therefore, hyper-IL-6 syndromes and IgG4-related disease cannot be differentially diagnosed by immunohistochemical staining alone.
Histologically, although our case is compatible with rheumatoid lymphadenopathy, the lymph node showed abundant IgG4 + plasma cell infiltration and IgG4 + /IgG + plasma cell ratio > 50%. However, upon laboratory examination, our case showed elevation of CRP level, polyclonal hyper-gglobulinemia, anemia, and hypoalbuminemia. These findings were consistent with those of hyper-IL-6 syndromes, and quite different from IgG4-related disease. 5, 8, 9 IgG4-related disease is not characterized by elevated serum IgA, IgM, and CRP levels. 8, 9 In addition, histologically, our case did not show eosinophil infiltration. 5, 8, 9 Unfortunately, this patient was not examined for serum IgG4 level. However, Yamamoto et al. 16 reported that serum IgG4 level was elevated in patients with RA. Therefore, our case might have shown elevation of serum IgG4 level.
In conclusion, we have reported a case of rheumatoid lymphadenopathy with abundant IgG4 + plasma cells. RA sometimes occurs with abundant IgG4 + plasma cells and fulfilled the histological diagnostic criteria for IgG4-related disease. Therefore, the two diseases cannot be differentially diagnosed by immunohistochemical staining alone. Laboratory findings are crucial for the differential diagnosis of the two diseases.
Fig. 2.
Histological and immunohistochemical features. The lymph node showed marked follicular hyperplasia and marked interfollicular plasmacytosis, but there was no eosinophil infiltration (2a-2d, H&E stain ; 2a, ×20 ; 2b, ×40 ; 2c, x100 ; 2d, ×400). Numerous plasma cells showed IgG4 + . IgG4 + /IgG + plasma cell ratio was > 50% (bottom, IgG4-immunostain ; left, ×40 ; right, ×100).
